The effect of metoclopramide on the absorption of tolfenamic acid.
The effect of metoclopramide on the absorption of orally given tolfenamic acid (300 mg) was investigated using rectal metoclopramide hydrochloride (20 mg) pretreatment in a randomized crossover study in eight voluntary migraine patients when headache-free. Tolfenamic acid and metoclopramide serum concentrations were estimated by high-performance liquid chromatograhic (HPLC) methods using UV detection. Metoclopramide given 30 min prior to tolfenamic acid significantly increased serum tolfenamic acid levels at 45 and 60 min after ingestion, compared to the levels obtained with placebo pretreatment. The bioavailability of tolfenamic acid, measured as the area under the serum tolfenamic acid concentration-time curve (AUC0-5 h) and the peak concentration, was not influenced by metoclopramide. The peak concentration of tolfenamic acid was 4.1 +/- 0.9 micrograms/ml (mean +/- s.e.m.), the time peak 1.9 +/- 0.2 h, and the elimination half-life 2.3 +/- 0.5 h calculated from the values without metoclopramide. The peak concentration of metoclopramide was 69 +/- 6.3 ng/ml and the time to peak 118 +/- 29 min. The results suggest that rectal metoclopramide enhances the rate of absorption of tolfenamic acid without changing its bioavailability.